Pathology
It may be that the Hodgkin's disease, like rheumatic diseases, nephritis or lupus erythematosus, is a poly-etiological reaction product, a course emancipated from the cause and proceeding by its own laws. ‡T In his publication"On some morbid appearances of the adsorbent glands and spleen" Hodgkin described, in 1832, the histological pattern of a disease known as Hodgkin's disease (Wilks 1865). In German medicine the condition is referred to as lymphogranulomatosis (Gross 1906 ). Hodgkin's disease is a progressive illness, with intermittent fever, enlargement of lymph nodes and spleen, leukocyto sis sometimes associated with eosinophilia, a positive diazo-reaction and wasting. Its classification is difficult. The clinical course is suggestive of an inflammatory nature, the etiology is unknown, and the morphological findings comparatively often indicate a tumor-like appearance. In this situation, the origin of the cells composing Hodgkin's tissue appears particularly important, it will show the significance of a morphological analysis of histological changes and whether a correlation of the various patterns envisaged with the course of the disease enables Hodgkin's disease (H.D.) to be differentiated as a disease entity. 299 300 0 . Fresen ‡U A. The incidence of H.D. has been stated as about 2 cases in every 100,000 of population (Roster) or 1.5 cases in 100,000 (UddstrOmer). Some reports of a familial frequency are available. Records of connatal cases are few and agree that the mothers were affected by the disease during pregnancy. This is in clear contrast to leukemia in newborn infants of healthy mothers (Fresen. a).
B. There is a wide age range in Hodgkin's disease.
If the questionable connatal (Table  ‡T) .
C. The interval between the appearance of the first symmptoms probably relatable to H.D. and death due to it can be rated as the duration of the disease. This is not generally much influenced by the patient's age, although the course is usually more rapid in old age. Acute cases can, however, be seen in all age groups. The average duration calculated from the statistics on fairly large numbers of patients ranges between 2.4 years (Fresen a) and 3.7 years (Shimkin) . About 30% of patients live longer, but only up to 21% of the men for 5 years and nearly 37% of the female patients. Untreated H.D. must not take a more rapid course than treated. However, the patient's life span increases with regular treatment (Heilmeyer et al.) ; for example 51% of those with radiotherapy can live for 5 years (Peters).
D. According to American statistics, the death rate from Hodgkin's disease has distinctly increased in recent years from 0.08% to 0.16%. ‡V A. B. The xanthous form (Letterer) is a rare variety, its particular feature is the storage of anisotropic lipoids which is not due to spontaneous or treatment induced regressive changes (Linke) . Involvement of bone is common in advanced cases. Although there is some resemblance to lipoid granulomatosis, the two conditions differ in course, age and localization. ‡W Hodgkin reticulogenic so-called Hodgkin's cell is considered to be the precursor of the giant cell, it is not, however, only typical of lymphogranuloma but also found in inflammatory hyperplastic lymph nodes, the non-specific sinus catarrh and infec tious mononucleosis (Fresen, a) . B. Fibrosis is another characteristic of the lymphogranulomatous focus; it develops from the hyaline degeneration of the fiber structure. Complete oblitera tion of an individual focus is recognized by degenerative atrophy of the cells, in creasing clotting of nuclei and aggregation of remains of giant cells. Local hyaline sclerosis and extinction of a granuloma, as healing in the anatomical sense, is restricted to the individual focus; it does not influence the course of the disease, there being no concomitant general reaction (Fig. 2) .
The phasic development of the granuloma through sclerosis to fibrotic nodule and in connection with the reversibility of progressive and regressive changes with in the lymphogranidomatous single focus can be rated, according to generally valid bio-pathological rules, as the manifestations of an inflammatory process. The storage of double refractory lipoids in the histiocytes or reticulum cells which become foam cells, is certainly secondary (Letterer) ; it makes the transition from granuloma to fatty degenerated scar tissue particularly well clear (Linke) . C. The lymphogranuloma is therefore to be considered a special granulation tissue and, according to its histological structure, is to be classified with the retothelial determined granulomas (Fresen, a). The problem of clarifying the pathological course of the lymphogranulomatous process consequently requires the morphological demonstration of phases equivalent or adequate to an exudative stage.
1. Such early changes are seen in the sinus catarrh (Sternberg), the small foci of multiplication of reticulum cells, including those showing epithelioid transformation, and in circumscribed reticulocytosis of the sinus (Lennert). These changes however being restricted to within lymph nodes; this nonspecific reaction product cannot be considered generally valid for the histogenesis of a lymphogranulomatous focus, independent of the localization of the focus. There is no more diagnostic significance in these histological aspects than in the histologi cal findings of para-granuloma. Exhibiting a clearly chronic and benign course, para-granuloma is considered to be a special type of lymphogranuloma which in 20% of cases leads to Hodgkin's disease (Jackson and Parker) (Fig. 3) . The localization of para-granuloma is also restricted to within lymph nodes. According to the critical evaluation of the findings in patients with such changes of lymph nodes para-granuloma appears to be a progressive disease of lymph nodes (Wright) During the normally protracted course of lymphogranulomatosis, this primary phase may not, of course, be distinct or still observable in every biopsy specimen more or less accidentally obtained. As a typical example exudative processes in the lung have been described in lymphogranulomatous changes; as they precede the productive specific stage, the two phases together make up the pattern of lymphogranulomatous alveolitis (Nicod) . This inflammatory nature with marked exudative component is also distinct in lymphogranulomatous meningo encephalitis (Wepler) . The histogenetic course and its nosological determina tion as an inflammation are fully confirmed by the quantitatively extreme histological conditions in acute Hodgkin's disease (Fig. 4) .
A comparison with the exudative phase of an inflammatory process is, thus, well applicable to lymphogranulomatosis. The observation of freedom from symptoms for 8 to 11 years after exstirpation of the apparently first affected cervical lymph nodes (Jackson and Parker; Moeschlin et al.) causes to think of the pharyngeal or intestinal mucosa as the portal of entry of a causative agent, similar to the way of the primary tuberculosis infec tion. From the results of animal experiments, the histological substrate of lymphogranulomatosis has also been interpreted as an allergic reaction of lympho-reticular tissue, probably in the form of auto-immunization. This, however, also generally originates from an infection (Begemann).
For the present Hodgkin's disease can only be explained as an inflammatory process; but whether this is due to a specific infection remains to be clarified. ‡X On account of the comparatively frequent tumor-like findings, the tumor like infiltration and destruction as well as the uniform histological pattern of the late sclerotic stage, Hodgkin's disease has also been considered to be a neoplastic process, either a special tumor or a degeneration of the chronic inflammatory process to sarcoma.
A. A tumoral nature cannot even be concluded from the obtrusive morpho logical destructions. This has been particularly stressed for lymphogranulomatous bone changes (Uehlinger) . A pre-existent neoplasia with local allergic inflammatory reaction (Berman) is contradicted by the necrobioses of the focus, which do not show any indications of it. The rarely found genuine tumors are of no statistic significance and not pathognomic of the nature of Hodgkin's disease. The retothelial histiocytic elements of the granuloma develop, by reproducing their matrix, a reticular fiber structure which is seen, to varied degree, in all reticulogenic proliferations, including neoplastic manifestations of the RS. These, however, differ from Hodgkin's disease both by their course and total anatomical pattern; their uniform structure is in contrast to the phasic development of Hodgkin's disease; the uniform histological pattern differs from the morphological variations of lymphogranulomatous changes. These cyto logical specificities are only relative (v. Albertini) and do not allow principal morphological conclusions to be reached on malignancy generally or in the particular case of Hodgkin's disease (Ruttner) . Lymphogranuloma does not correspond to either retothelial sarcoma or reticulosis.
There is therefore not reason for grouping lymphogranuloma with the lymphoid tumors (Warthin) . Brill-Symmer's disease, with its fatal cataplasia to retothelial sarcoma, is no more likely to be a precursor of Hodgkin's disease as this is a secondary malignant neoplasia of the RS (Fresen, b).
As essential argument for differentiating a special form of lymphogranulomato 306 0. Fresen sis as Hodgkin's sarcoma has been derived from involvement of the central nervous system (Jackson and Parker), this stage being identical with retothelial sarcoma. This condition is, however, too rarely found for being accepted as to apply generally and to confirm the existence and development of so-called Hodgkin's sarcoma in lymphogranulomatosis.
If the histological pattern of cerebral Hodgkin's sarcoma equals retothelial sarcoma (Losli) , and there is no other indication of Hodgkin's disease, it can unquestionably be rated as a primary retothelial sarcoma which is apparently much more frequently found than brain involvement in the form of Hodgkin's sarcoma in Hodgkin's disease. Metastatic spread and neoplastic nature cannot be proved from either the total anatomical pattern of the histogenesis of the single focus. 
